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La rivoluzione della terapia della leucemia linfatica cromica nel tempo
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BTK e BCL2 rappresentano oggi i bersagli principali della cellula leucemica



La terapia di prima linea con inibitori di BTK (BTKi) è superiore alla 
chemioimmunoterapia (CIT)
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1. Al-Sawaf O, et al. EHA, 2023; Seymour et al., Blood 2022.

Progression Free Survival
(median follow-up 76.4 months)

Med. PFS: 76.2
6-year PFS: 53.1%

PFS benefit was sustained 5 years after completing VenO, with a 60% reduction in risk of PD or death
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La terapia di prima linea con inibitore di BCL2 (venetoclax) è superiore
alla chemioimmunoterapia



La terapia di prima linea con associazione di inibitore di BTK e BCL2 è
superiore alla chemioimmunoterapia

Follows et al. ASH 2023



BTKi
BCL2i+CD20ab

oppure
BCL2i+BTKi

Continuativa Durata fissa Ottenere 
remissioni 
profonde e 

consentire ai 
pazienti un 

periodo senza 
terapia

Tenere la malattia 
sotto controllo nel 

tempo

I due approcci di cura nella Leucemia Linfatica Cronica: quale scegliere?



A 3 ANNI, LA MALATTIA RESTA SOTTO CONTROLLO ALLO STESSO MODO 
CON TUTTI GLI APPROCCI

3-year-PFS
I 81.0%
VI 79.4 %
VO 81.1%

PD Death

I 46 11

VI 37 13

VO 25 21

VI vs I: HR 0.84, type-I-error adjusted CI [98.0%] 0.53-1.32
VO vs I: HR 0.87, type-I-error adjusted CI [98.3%] 0.54-1.41

Patients at risk
VO 303 278 256 77 0
VI 305 278 267 82 0

I 301 267 243 94 1
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Eichhorst B, Ghia P, Niemann CU, et al. ESMO Clinical Practice Guideline interim update on new targeted therapies in the first line and at relapse of chronic lymphocytic leukaemia. Ann Oncol. 2024;35(9):762-768. doi:10.1016/j.annonc.2024.06.016
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NON CI SONO DIFFERENZE NELLE RISPOSTE TERAPEUTICHE IN 
RELAZIONE ALLO STATO MUTAZIONALE IGHV

3-year-PFS

I, uIGHV 79.7%
I, mIGHV 83.5%

Patients at risk
VO, unmutated 171 156 142 40 0
VO, mutated 129 119 111 36 0
VI, unmutated 172 157 151 50 0
VI, mutated 129 117 112 32 0
I, unmutated 171 156 145 55 1
I, mutated 126 108 95 37 0

Unmutated IGHV:
VI vs I: HR 0.81, 95% CI 0.49-1.32
VO vs I: HR 0.98, 95% CI 0.61-1.59

VI, uIGHV 78.9%
VI, mIGHV 80.0%

VO, uIGHV 75.8%
VO, mIGHV 87.6%



TP53 del/mut:
VI vs I: HR 0.70, 95% CI 0.22-2.16
VO vs I: HR 1.20, 95% CI 0.40-3.59

LA TERAPIA CONTINUATIVA CON IBRUTINIB HA UNA TENDENZA A MIGLIORE
CONTROLLO NEL TEMPO DELLA MALATTIA RISPETTO A TERAPIA FISSA

3-year-PFS

I, TP53del/mut 79.4%
I, TP53-WT 81.0%

Patients at risk
VO, del/mut 23 21 16 5 0
VO, WT 280 257 240 72 0
VI, del/mut 25 20 18 4 0
VI, WT 279 257 248 78 0
I, del/mut 21 19 15 7 0
I, WT 279 247 227 87 1

VI, TP53del/mut 69.0%
VI, TP53-WT 80.1%

VO, TP53del/mut 62.0%
VO, TP53-WT 82.7%
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LO STATO DI FRAGILITÀ RIDUCE L‘EFFICACIA TERAPEUTICA DELLA 
TERAPIA CONTINUATIVA CON IBRUTINIB
(cumulative illness rating scale >6 and/or GFR <70 ml/min)

3-year-PFS

I, unfit 70.4%
I, fit 88.7%

Unfit:
VI vs I: HR 0.66, 95% CI 0.40-1.11
VO vs I: HR 0.58, 95% CI 0.34-0.99

Patients at risk
VO, unfit 134 123 109 30 0
VO, fit 167 153 145 47 0
VI, unfit 136 116 109 29 0
VI, fit 169 162 158 53 0
I, unfit 130 112 97 33 1
I, fit 171 155 146 61 0

VI, unfit 74.9%
VI, fit 82.7%

VO, unfit 79.6%
VO, fit 82.1%



CLL-FRAIL Change in Frailty Score

Simon F, et al. Efficacy and safety of acalabrutinib treatment in very old (≥80y) and/or frail patients with chronic lymphocytic leukemia (CLL)—primary endpoint analysis of the phase II CLL-FRAIL trial. Poster 
presented at: 66th American Society of Hematology (ASH) Annual Meeting; December 2024; San Diego, California. Poster 4618.

Frailty Score in 46 FAS-patients

Baseline Initial response assessment

• 53% of FAS-patients had an 
improvement in their FRAIL scale 

scores, with 21% of patients 
considered frail at month 6, compared 
to 47% at screening, according to self-

assessment

frail

robust

pre-frail

Il trattemento continuativo con acalabrutinib recupera le fragilità del malato con LLC





Eichhorst B, Ghia P, Niemann CU, et al. ESMO Clinical Practice Guideline interim update on new targeted therapies in the first line and at relapse of chronic lymphocytic leukaemia. Ann Oncol. 2024;35(9):762-768. doi:10.1016/j.annonc.2024.06.016
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Eichhorst B, Ghia P, Niemann CU, et al. ESMO Clinical Practice Guideline interim update on new targeted therapies in the first line and at relapse of chronic lymphocytic leukaemia. Ann Oncol. 2024;35(9):762-768. doi:10.1016/j.annonc.2024.06.016
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TERAPIA A DURATA FISSA: UN’EFFICACIA IN LINEA CON LE 
PREFERENZE DEI PAZIENTI

Afib=Atrial Fibrillation. IV=Intravenously. PFS=Progression-Free Survival. q4w=Every 4 Weeks. uMRD=Undetectable Minimal Residual Disease.  

1..
1. Sportoletti et al Hematol Oncol 2024

2. 2. Koffman B, ASH 2021 Interview. CLL Society.

77%

7%

preferred finite-duration therapy

preferred continuous therapy

2021 CLL Society Survey (N=630)2
608 patients and 22 caregivers

Sportoletti et al, Hematological Oncology 2024 (N=401)1
discrete choice experiment





TTNT: I PAZIENTI RECIDIVATI E TRATTATI CON PIRTOBRUTINIBHANNO RITARDATO 
L’INIZIO DELLA TERAPIA SUCCESSIVA O IL DECESSO DI CIRCA 2 ANNI 
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Sharman et al. J Clin Oncol. 2025. https://doi.org/10.1200/JCO-25-00166
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BTK degrades Bispecific
MoAb

new BCL2 
inhibitors

CAR T 
cells

Stessi bersagli 
in modi diversi

Terapie 
immunologiche 

Le terapie del futuro nella LLC


